Cell Culture. MDA-MB-435, U87, PC3, and SKOV-3 cell lines were cultured in DMEM (Invitrogen), supplemented with 10% FBS and 1% penicillin/streptomycin (Invitrogen). Cells were maintained in logarithmic growth as a monolayer in T75 culture flasks at 37 °C in a humidified atmosphere containing 5% CO 2 . For drug treatment studies, unless otherwise noted, the molar drug: cell ratio was kept constant by seeding 5x10 4 cells/mL media throughout.
Electromobility
Shift Assay. 2 nM end-labeled dsDNA (24mer 5´-GAAGGGGGGCTCTAAAAGGGGGTG-3´ containing the AdML TATA box.) was incubated for 15 min. at 30 °C with or without drug in a final volume of 10 µL reaction buffer (20 mM
Hepes-KOH, pH 7.9, 25 mM KCl, 10% glycerol, 0.025% NP-40, 100 µg/mL BSA, 0.5 mM DTT, 0.1 mM EDTA, and 2 mM MgCl 2 ). Where indicated, 100 ng rTBP (Santa Cruz) was added to the reactions and was further incubated for 30 min. The reactions were separated by electrophoresis in a 6% native polyacrylamide gel in 0.5X TBE buffer (45 mM Tris-HCl, 44 mM boric acid, and 2 mM MgCl 2 ). The gel was dried and exposed toX-ray film.
In vitro Transcription Assay. 50 ng dsDNA template containing a CMV promoter was incubated for 30 min. at 30 ºC with 0, 1.25, 2.5, 10, or 20 µM TriplatinNC. In vitro transcription experiments were carried out with the HeLaScribe nuclear extract in vitro transcription system (Promega) as described by the manufacturer's protocol. remaining were harvested. Drug efficacy was assessed using two analyses (Table S1 ). The tumor growth delay index (GDI) was calculated as (T/C) where T is the median time in days for tumors in drug treated mice to reach 3 or 4 times their starting volume and C is the time in days for tumors in control mice (saline) to reach the same volume. Percent tumor growth inhibition (TGI) was calculated as 100 -(median relative tumor volume of treated group/ median relative tumor volume of control group x 100) on a specified day. Absolute Growth Delay (AGD) was calculated as median time in days to reach 3 or 4 times starting tumor volume. Differences between the groups were tested for significance using a one-way ANOVA followed by Tukey's test. 
